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did a screening here. Each one of you would get a PIN
number. You go home, and you could either log on or

you get direct mail if you’re not on the Web. You

. You would :

and ‘then sat
goals for you.

It has a goal tracker. It allows you to
plot how you’re doing against those goals, and then
eventually reset them. So this is a way that -- I
know Dr. Wolfe was concerned about people not being
aware of their risk in a retail setting. T can tell
you that the technology is there as we go forward for
people to be able to assess their risk, and this is
linked to the physician.

The physician is sent his actual -- the
person’s results, and can be sent the medical record
that is off of the Website. So the technology is
there.

I know I've probably been too commercial,
put I would just say to the panel that when you are

considering an OTC switch and somebody is saying,
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well, you know, all this has got to be done in the
doctor’s office, I would submit that a lot of the risk
assessment can be done outside of the physician office
with appropriate follow-up. Thank you.

MQDERATQR DeLAP: Thank you. Questions?
Dr.‘Temple? | |

' DR. TEMPLE: T think you said this, but T
may have bééﬁ drifﬁing. You get yduf’aaﬁide'éboﬁt:
what to do from the National Cholesterol Education
Program and assembled experts or how do you create the
guidances as to exactly what to do and when to go see
your doctor or whatever it is?

MR. PINCHERT: We use the NCP guidelines
for risk assessment. We also use the Framingham study
as part of that assessment, and then we use a broader
assessment that was developed by the Stanford Center
for Disease Pfevention.

DR. TEMPLE: Do you run it by a collection
of experts or --

MR. PINCHERT: We have a medical advisory
board that not only talk about our testing procedures
but also have gone and looked at the content on the
site fo make sure that it is good stuff.

DR. TEMPLE: . Just one narrow guestion:

some of the tests you describe are best done fasting.
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How do you deal with that in the setting in which
these tests are done?

MR. PINCHERT: What we do is -- Let’s say

" that we are going to test at a Walgreen's. People

will be alerted prior to the screening that they

The Website allows them to log on and

So you’re told prior to showing up that

you should be fasting. If somebody is not fasting,
they are told that, you know, the results are not
appropriate; vyou should come back.

DR. WOODCOCK: Do you have information
about comprehension by people who interact with your
site? Have you done some -- With your test method and
your site and everything, have you done some
assessmeﬁts of how well people undefstand what they
are engaged in?

MR. PINCHERT: We actually have counselors
there who talk to people, because if you just get your
numbers on a piece of paper and it’s given to you, the
vast majority of people, you know, don’'t really
understand what an HDL lower than 35 means.

So what we’ve done is through software at
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the site we have a report that comes out that is given
to the individual that explains all that. Then there
is a face to face consultation also.

DR. WOODCOCK: Right. But have you

assessed that process for how well it actually relays

' MODERATOR DeLAP:
people end up with? I ﬁean, is it more like a risk
assessment or are there certain levels which triggers
an alert of some sort, to see your doctor or -- 1'm
just. -kind of wondering what kind of --

MR. PINCHERT: We have set just, 1 guess,
a line in the sand that anybody over 220, we tell them
to go see their physigian. Then we also offer to send
the test results to their physician. If they tell us
no, we can’t do that, but if they do, we send the
results to the physician.

DR. GANLEY: Would you envision a time in
the future where someone could go in and get this and
then be instructed to buy an OTC cholesterol lowering
agent?

MR. PINCHERT: I think -- You know, that
is something that we would have to take direction from

the panel on. I mean, I could envision it, but I
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1 think there would have to be very clear cut-marks as
~ o2 to when that can occur and under what circumstances we
ﬁ ? fé should be saying that. But I'm assuming that the

;'4 labeling of the product would set all that out. But,
.5 yes, because our system does stratify the risk.

. IDL or total

- cholesterol, whichever one you want to

it’s bélow,ZQO, we can tell them they are not at ris

If it’s 200 to 220, if that’s what the labeling says,

10 we could say, you know, you’re a candidate for over-
11 the-counter drugs.
12 We are not in the business of selling
w% 13 over-the-counter drugs or prescription drugs. We just
f“?} 14 give the information and try and direct people to
15 their physician.
16 MR. FOX: I just want a clarification of
17 that. You mentioned before that your business model
18 revolves around other cholesterol interested parties,
19 other than the consumer. But that group of other
20 cholesterol interested parties, at least as Yyou
21 envision it in the reasonable future, does not include
22 specific drug sponsors. Is that what you’re saying?
23 MR. PINCHERT: It could. it could, but
24 our policy is to not sell a product. What we’re
,25 looking for is, you know, to develop the market for
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those companies like Quaker Oats or Nabisco or Benecol
or whatever it might be, and to have, you know, maybe
their logo at the testing site so that people are
aware of it. But we do not want to be in the business
of selling any product ourselves.

We want to assess the risk and point

MODERATOR DelAP: I can envision that you

can do an increasingly better job of assessing risk.
I mean, obviously, cholesterol, be it below 200 or
over 240, is not a complete answer. There are a lot
of other factors that weigh individually into what the
rigk is, which is, I think, why traditionally doctors
have worried about that.

It’s very interesting technology, and it’s
fascinating to see how much you can do these days in
this setting.

If there are no other questions, we’ll go
on, and we have Dr. Kahlenborn who has been patiently
waiting this afternoon. We’ll be happy to hear your
comments. Thank you.

DR. KAHLENBORN: Can you all hear me in
the back? Is that a yes? Can you hear me? If you
can hear me, put your hand up. Okay, thank you.

T am an internist from Pennsylvania, and
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am not receiving ah honorarium; Thére has béen some
discussion of over-the-counter use of’ the birth
control pill and the morning-after pill. I'm going to
address one specific aspect of the birth control pill
today, and that is‘its link to breast cancer.

I have studied this during my own time

some questions.

Just a minute on breast cancer. There are
175,000 women every year who get breast cancer in this
country alone. It is the number one cancer in the
world, as far as prevalence. Forty-three thousand
women die each year of breast cancer, and roughly one
in eight women will die of breast cancer during her
lifetime.

There 1s an increased risk in Dbreast
cancer in both young, white women and young, Dblack
women, from the sera data from 1973 to 1992, about ten
percent increased risk; and the mortality of breast
cancer in young black women is going up much more
gquickly than young white women. It’s gone up 12
percent in those years, and in young white women it’s
gone down nine percent.

Now what is the evidence that the pill
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causes breast cancer? As far as starting from block
1, in 1972 a gentleman named Kirschstein noted that
one out of six rhesus monkeys developed breast cancer
after that monkey received oral contraceptives.
That’s significant, because until that time, rhesus
monkeysrf—lphepgmwgre on}yptwo cases in thg wprlqb

keys developing

Further studies, wﬁich/éfé"ihﬁthé Héﬁdoﬁ£ 
given to the FDA members, show that both rats and dogs
develop breast cancer when given some of the hormones
that are commonly used in today’s birth control pills.

Now if you do believe after today that the
pill causes breast cancer, how could it cause breast
cancer? A researcher named Anderson noted that, if
women take the birth control pill prior to having
children, which is when the breast cancer cells are
most wvulnerable to carcinogens, the mitotic rate of
breast cancer cells increases roughly 40 to 50
percent, and cells that are dividing more rapidly are
more prone to go through DNA errors and less likely to
have good mechanisms of DNA repair.

So that’s probably the reason that the
pill is most dangerous when taken prior to a first
term pregnancy, which is when most women in this

country take the birth control pill.
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The second mechanism, which is probably
not as strong but should be a consideration, is that
the birth control pill has had a lower dose of either
mestranol or ethinyl estradiol over the last 15 to 20

years. That has allowed for a lot of break-through

‘In fact, Linda Potter says Cthat  the

guote, "failure rate" 1is seven
In any case, the pill will likely work at times by
causing an early abortion.

Now what’s the significance of that?

First of all, that statement is supported best by a

recent article in the Archivesg of Family Medicine of

February 2000 which showed all the recent evidence as
to why that statement is true.

Recently, a paper in the -- Well, not that
recent, 1996, the largest meta-analysis to date by
Joel Brind showed that induced abortion, even early
on, causes a 50 percent increased risk in breast
cancer when performed prior to a full term pregnancy.
So if the birth control pill causes very early
abortions, it may be working that way also.

What about the history of this? In 1981

a preventive epidemiologist named Malcolm Pike from
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california showed that taking the pill resulted in 125
percent increased risk in breast cancer in women prior
to the age of 32.

A large trial called the CASH trial,
Cancer and Steroid Hormone study, showed that women

who took the pill prior to first term pregnancy had a

40 percent increased risk in breast cancer. =

In England a woman named Chil§é£é é£§&éd “
that women under the age of 36 who took. the birth
control pill for at least four years had a 44 percent
risk, increased risk. Finally, in our country Louise
Brinton from the National Cancer Institute, although
she didn’t print it in her 1995 paper, if you take the
subgroups together and analyze them and do an odds
ratio, she showed that if you take the pill prior to
first term pregnancy, there’s a 42 percent increased
risk in breast cancer. |

Now if all of this is true, then why do so
few people seem to emphasize it or speak about it?
Perhaps the greatest reason ig a recent large meta-
analysis that came out in preliminary form in The

Lancet and in larger form in the Jjournal called

Contraception which was a 100-page study put out in
1996 which basically stated, quote, "Women who are

currently using combined oral contraceptives or have
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used them in the past ten years are at a slightly
increased risk of having breast cancer, although the
additional cancers tend to be localized to the breast.
There is no evidence of an increased risk of having‘
breast cancer diagnosed ten or more years. after

cessation of use."

;ﬁeta—anéi§3is.
you cannot pool all'the studies together and get a
pooled risk. Because the pill came out in the 1960s,
you cannot take information from the Sixties and
geventies. There’s not a long enough latent period.
It’s like cigarettes. If you would smoke today, you
would have to wait 30 or 40 years and pool the latter
studies.

Secondly, in their paper which was, as I
stated, 100 pages long, there was no table or chart
for women who took the pill prior to their first term
pregnancy. Now this is important, because this is
when women usually take the birth control pill. So
the one subgroup that’s most prevalent was not
specifically mentioned in their paper.

Finally, you cannot include women who are

60 and 70 in these studies, which they did, since a

woman who is 70 would have little access to the birth
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control pill prior to her first term pregnancy. In
fact, she would have probably not known what it was
when she was young. It wasn’t around at that time.

Now what 1is the evidence? Since 1980
there have been 17 out of 20 retrospective studies
that have shown taking the pill prior to a first term
pregnancy increases the risk of breast cancer at least
by 40 percent.

I didn’t have time to go into a detailed
analysis in this small handout, but I do print the
largest ones. For those who have the handout or those
who wish to see it later, it’s up on the Web. Anybody
can look at it.

All four studies show at least a 40
percent increased risk in breast cancer, including the
CASH study, the Rosenberg study, the study by White,
and by Louise Brinton. So four of the 20 studies show
at least a 40 percent increased risk, and the other 13
out of those 17 also show about 40 percent or more.

Additionally, women who are at risk are
those who take the pill for longer periods of time or
after the age of 25 or those who have never had
children.

Two sort of counter-arguments: Some

‘people would say, well, the pill decreases uterine
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cancer, and it decreases ovarian cancer. That 1is
true, but breast cancer and cervical cancer are the
number one and number two most prevalent cancers in
the world in women, and they increase breast cancer.
They also -- I won’'t go into it in detail, but the
risk of invasive cervical cancer goes up by 45Hpe;cent
if a woman takes_the birth control pillvprior‘to age
twenty-£five.

I think I'm just about out of time. It
seems to be going up in time, for some reason. I
guess that’s time I'm over.

One more comment: There’s a question that
hasn’t even been asked. As many of vyou know,
diethylstilbestrol (DES) for a long period of time was
claimed to be safe and used in diabetic women to
prevent miscarriages.

It was only 25 years later that the
mothers who took DES, not the daughters -- the mothers
were noted to have an increased risk in breast cancer.
But as you know or as some of you know, the daughters
also had an increased risk of vaginal and cervical
cancer.

In my research, I haven’t seen a single
study to date that’'s looked at the sons or daughters

of women who have conceived while taking the birth
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control pill. This is sort of scary when one
considers that the rate of testicular cancer has gone
up by 50 percent in the last 20 years, and no one
really knows the etiology of that.

Could their mothers have taken the pill at
that time and infected those sons 20 or BOuyears
later? That may or may not be true, but it’s at least
a question that should be asked.

So now I'm open to any questions on that
material.

MODERATOR DelLAP: Thank you very much. Do
we have questions from the panel? Do you have other
thoughts as to where this information leads or what
other things are important questions to look at?

DR. KAHLENBORN: Well, this information
will be going further into the journals and into a
manuscript, and it will be available on the Internet
at some period.

I really believe that, if this is true,
then tens of thousands of women after a period of
time, probably after the year 2000 which is where we
are in, will be developing breast cancer. So the
question no longer is should or at sometime could this
be over-the-counter, but why isn’t it taken off the

market, which if it truly is causing breast cancer,
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has to be a serious question.

That may not be asked much, but if the
evidence is there, it needs to be.

MODERATOR DeLAP: I'm not aware of’ a
pattern of epidemiology of breast cancer that would
indicate something like that developing. You’re
saying, though, that it‘might come later?

| DR. KAHLENBORN:  No. I'm saying it’s
already there. It just -- It hasn’t been organized
until now, and I think it will be soon. 1In fact, I'm
going to submit some information. I think the written
date is August, and in fact, it’s right in my
briefcase. So if anybody wants to look at that, I’11l
be happy to show them the 20 studies and the 17 that
are positive.

It’s all there. The reason that people
may have not perhaps have heard it, of course, there’'s
a tremendous financial interest from the drug
companies, but in addition, you have to take the
studies in a certain way.

If you take the studies after 1980, almost
every study, retrospective study, shows that taking
the pill prior to first term pregnancy dramatically
increases breast cancer risk, where the studies before
1980, very few of them are positive because they don’t
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allow a long enough latent period.

I schould add that, although this is a
topic for tomorrow that apparently you are discussing
the "morning after" pill, which is a combination of
two different birth control pills, a lot of similar
concerns apply to that. But I have to work tomorrow.
So I canft'speak on that.

MODERATOR DeLAP: Well, thank you for your
comments. Certainly, if there is additiomnal
information that you think is useful to us, we would
appreciate seeing it in the docket.

Dﬁ. HOUN: Bob, I think that the SEER data
was showing that the incidence of breast cancer was
particularly dramatically going up in the late
Eighties, peaking around the early Nineties, and has
decreased, just as, I think, the mortality actually
has also decreased.

In some of the fising incidents, there was
a concern that maybe that was due to detection, more
people going for mammography, and that maybe the
decline in the mortality might be that effect of early
detection as well.

MODERATOR DeLAP: Yes. We certainly have
seen that pattern. That’s, I think, similar to the

prostate cancer diagnosis pattern with the advent of
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PSA testing. But, certainly, these things bear
watching.

I think -- Are there other comments or
questions from the panel?

DR. MURPHY: I just wanted to say that,
when submitting comménts, one of the issues that we
have for pediatrics is long term follow-ups. So any
of your thoughts on the studies, trials that vyou
thought were particularly useful or effective in long
term follow-up, because that is an issue as we develop
therapies in the pediatric population.

DR. KAHLENBORN: I couldn’t really hear
the question. It’s pediatrics long term follow-up?

DR. MURPHY: Yes. In other words, vyou
said you’re submitting your information, and I was
saying, when you are submitting your documents to the
docket that, if you have any comments on long term
studies or long term follow-up, that would be also
helpful.

DR. KAHLENBORN: Okay. I can tell you now
that there are specific tables in the material that
111 submit that show that the risk of breast cancer
in women who take the pill does not seem to decrease
with time, although the contraception study said it

does. That’s because they weren’t looking at the
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subgroup of women who took it before their first term
pregnancy which is where it's especially vulnerable.

Studies by Rosenberg and Miller and others
show that even 20 years after taking the pill, there’s
usually -- It can go as high as 90 to 100 percent.
1’11 be submitting that so you can look at it.

MODERATOR DeLAP: Okay. Well, I think
that this is perhaps a good time then to finish, and
I would like to reemphasize -- I’d like to thank you
for your comments, and I would like to reemphasize
that we do have a docket for comments, and we are
interested in information.

We will mention this again tomorrow, just
to reemphasize, but there is a yellow sheet out there
with information about the public docket for the
information that we receive and how you can access it
and how you can file comments to it. So I would
encourage people to avail themselves of this as well
and understand that the public docket will remain open
until August to collect comments after the meeting.

We will reconvene at 8:30 in the morning
tomorrow, and I would -- The last comment I have to
say'is that, again, we had a sign-up process for
people that wanted to speak in the afternoon after all

the scheduled sessions.
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If that is something that people have in

mind, they really need to sign up, because we will be

trying to plan that session.

Thank you very much for coming, and we’ll

see you in the morning. Thanks.

(Whereupon, the foregoing matter went off

the record at 5:26 p.m.)
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